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Subject: Consideration of Low Volume Eye Test in Support of Four Product Registrations

From: Wallace Powell. Biologist, Chemistry/Toxicology Team /fz d
Product Science Branch

Timothy F. McMahon, Ph.D., Senior Toxicologist, Team Two™ -
Risk Assessment and Science Support Branch
. Antimicrobials Division {7510C)
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Product Science Branch
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Risk Assessment and Science Support Branch
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Debra Edwards, Associate Director mq %Lﬁwmt‘iﬁ—’

Antimicrobials Division (7510C)

Tor Velma Noble, Product Manager, Team 31
Regulatory Management Branch |

. Robert Brennis, Product Manager, Team 32
Regulatory Management Branch 11

Adam Heyward, Product Manager, Team 34
Regulatory Management Branch 1
Antimicrobials Divisinn (75100

BACKGROUND

Antimicrobials Division (AD) has received data from The Procter and Gamble Company (P&G)
in support of the use of the Low Volume Eye Test (LVET) as an alternative test for eye irritancy
as related to four specific products. These products are Z-1 (EPA File Symbol 3573-A0),
Mariner (FPA Registration No. 3573-72), FIT Fruit & Vegetable Wash (EPA File Symboi
3573-TR), and Scrubbing Wonder Automatic Dishwashing Detergent (FPA File Symbol
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3573-Al). An LVET study repori was submitted for each, along with summaries of consumer
incident data for closely related non-"pesticidal’ products which have a post-market history. More
recently, on 02/16/01, P&G submitted further information to show general consistency between
LVET results, Draize results, consumer incident data and, in some cases, human volunteer
studies. At the request of Antimicrobials Division, P&G has listed these results according to
types of formulations and chemieals and has also given information on the composition of many
of the formulations.

RECOMMENDATION

P& has proposed the LVET test as an alternative to the standard Draize eye test. P&G claims
that the LVET is more relevant to real world exposures {i.e., the volume of exposure in the
LVET [10pl] is more realistic than the 100ui exposure in the traditional test). P&G also ¢laims
that the use of the rabbit is inherently conservative due to the relative sensitivity of the rabhit eye
vs. the human eve. P&G also notes that the volume capacity of the human conjunctival sac is
significantly less than that of the rabbit. P&G further claims that the extensive consumer
incident database that they have accumulated for the above four products shows a close
correlation with results of LVET testing. P&G has provided a comparison of results of
traditional Drraize testing with those of LVET testing for various types of products, incorparating
many of the ingredients that make up the above four products. This comparison of results (a
chart document submitted on 02/16/01, hereit referred o as *P&G Results Comparison”) shows
that the LVET test and the traditional Draize test tend to give comparable results for purposes of
gye irritancy classification.

AD considers that a weight of the evidence approach is appropriate for supporting the use of the
LVET on behalf of the four products named above. In this light, AD recognizes that the rabbit
eve is inherently more sensitive to chemical insult than the human eye (with some exceptions)
and thus generally provides a level of conservatism in ¢lassifving chemicals for eye irritancy.
AD alsa recognizes that P&G has provided a substantial amount of evidence in support of the
lack of significant human ocular injuries to these four products from accidental exposures, and
that the results of LVET testing strengthen this evidence. P&G has also agreed to employ
Toxicity Category I11 labeling language for at least two of these products even though LVET test
results place them in Category V.

Note that the LVET is not a guideline study, and the Agency does not consider it sufficient by
itself to satisfy the eye irritation data requirement for pesticides. However, as indicated below,
AD has decided to consider the use of LVET studies on a case-hy-case basis, where
supplemented by substantial supporting data.

The Office of Pesticide Programs still considers the Draize test as the acceptable test
methodology for eye irritancy and has not yet formally adopted an alternative test.. However, in
light of the information presented in support of the four antimicrobial products mentioned above,
AD will accept the results of LVET testing for the Z-1, Mariner, FIT, and Scrubbing Wonder
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products. It is emphasized that the LVET results are in support of these four products only and
that this memorandum does not constitute a policy decision by AD or the Agency in support of
the wholesale use of LVET testing for eye irritancy. Any other chemicals or products would
require separate submissions and supporting data.

AD has reviewed the submitted eye irritation data support for the four P&G products identified
above, and resulting comments for each product are noted below, These are followed, at the end
of the memorandum, by several comments on product labeling.

Note that, since the information in the above paragraphs have general applicability, they are not
repeated below for each product.

Z-1 (EPA File Symbel 3573-A0}

With the exception of didecy! dimethyl ammonium chloride (DDAC), the other ingredients in
Z-1 are not of notable concern with respect to eye irritation at the concentrations present. This
viewpoint is strengthened by P&G's summary of consumer incident data for certain formulations
that are similar to Z- except that they do not contain DDAC. Moreover, the LVET study
conducted on one of these formulations showed results of a non-irritating nature. This particular
farmulation’s characteristics seem to fit in well - in the above-referenced P&G Results
Comparison chart - with those listed Hydroaleoholic formulations that showed reasonable
consistency in test results between the LVET and Draize methods.

As for the ingredient DDAC, note that P&G's Results Comparison cites Draize test results that
indicate Category I1T for 3% dimethyl ditallow ammonium chloride (which is similar to DDAC in
that both are aliphatic quaternary ammonium compounds} and Category IV for 0.1%
benzalkonium chloride (another quaternary ammonium compound). Also cited for these
substanices were LVET results indicating Category IV. These Draize and LVET results support
the expectation that the addition of the DDAC at 0.14% of the Z-1 formulation does not present
more than a moderate eye irritation hazard.

Consequently, AD recommends for the Z-1 product assignment of eve irritation Toxieity
Category 11

The outcome of the P&G consumer incident data for Z-1 is summarized in P&G's §2/16/01
submission regarding Z-1, which indicated that 100% of the reported cases of eye irritation from
exposure to the product cleared within 48 hours, consistant with the above classification.

Mariner ( EPA Registration No. 3573-72)

The submitted eye irritation information appears sufficient in support of Mariner. The innocuous
nature of the LVET results for Mariner is supplemented by the fact that the Mariner formulation
would appear to be at worst no more acutely imritating to the eye than two other P&G
formulations that were previously assigned to eye irritation Toxicity Category II. They are
Comet Bathroom Spray, (EPA Registration No. 3573-54); and Mr. Clean Bathroom Liquid,
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Scrubbing Wender Automatic Dishwashing Detergent (EPA File Symbol 3573-Al)
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*Pending registration information may be entitled to confidential treatment*

*Inert ingredient information may be entitled to confidential treatment*
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Note that the First Aid statements on the product labels will need to comply with PR Natice
2001-1 (available on the Internct at hittp-/www epa.gov/PR_Notices), which supersedes the
guidance for First Aid statements in the Label Review Manual.

eg; lan Blackwell
Karen Hicks
Winston Dang
Marshall Swindel}
Dennis Edwards
Connie Welch
Richard Hill
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